We used the spontaneously differentiated human intestinal epithelial cell line Caco-2 to develop an in vitro model of Cryptosporidium sp. infection. The mean cell infection rate was 3% 2%. Asexual stages of cryptosporidia were observed on day 2 postinoculation. Transmission electron microscopy showed the presence of macrogametes at day 5. This cell line appears to be suited to the study of the mechanisms by which biological agents inhibit both sexual and asexual development of cryptosporidia.
Cryptosporidium sp. is an intracellular coccidian parasite recognized as a significant gut pathogen; it causes severe diarrhea in immunocompromised patients, particularly those with AIDS (12) .
Numerous in vitro intestinal cell models of development of Cryptosporidium sp. have been described (2, (5) (6) (7) 11 Fig. 1 , and Fig. 2 shows Cryptosporidium sp. in the Caco-2 cell brush border. Figure 3 shows a macrogamont with numerous amylopec- (9) .
DISCUSSION
Oocyst purification must be as mild as possible to maintain optimal sporozoite viability; in particular, fat elimination by ether treatment can be discarded (8) . The gradient method appears to be more suitable than floatation in Sheater's sugar solution, since oocysts can be separated from fecal debris of the same density only by the gradient method (1, 3, 4) . Glass tubes should be used instead of plastic tubes, since oocysts adhere to the latter.
Unlike Flanigan et al. (7), who used oocysts to infect HT29.74 cells, but like Current et al. (3, 4) , we used taurocholic acid and trypsin treatment to increase excystation following osmotic shock and heat shock. Preliminary studies showed that the optimal pH for excystation was 7.4 (data not shown).
The sporozoite suspensions used in our studies were free of oocysts, and the oocysts found in the cell cultures at day 5 thus derived from sexual development.
Nomarski interference contrast and electron microscopy were used because conventional staining methods are difficult with these polarized and polymorphic cells.
All (2, 7, 8, 12) can be used to screen only anticryptosporidial drugs active on asexual stages of the parasite. In contrast, the Caco-2 cell line, which closely resembles the enterocyte host of Cryptosporidium sp. in vivo, permits development of sexual stages. Although it does not sustain infection indefinitely and therefore cannot be used as a culture system, the Caco-2 cell line is suited to study of the mechanisms by which biological agents inhibit both sexual and asexual development of Cryptosporidium sp. 
